SPL ER/DL Team
Additional Questions from
Dec 2011 Q&A session

Questions in black text

Responses from Paul Loebach and Lonnie Smith are in red text
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New Data Relationship for CDER products -- link between product NDC and establishments/
business operation:

Each product NDC code must be linked to at least one establishment in the SPL. The focus of
discussion/questions in the past has been related to establishments that manufacture drug product. In
the December teleconference, CDER recommended that product NDCs be linked to all appropriate
establishments.

1. Which SPL document types and marketing categories are required to have NDC product links.
- Which SPL document types?
- Which marketing categories?

Document types:
All documents that apply to CDER products — Human Prescription and OTC — including but not
limited to:

0 Human Prescription Drug Label

0 Human OTC Drug Label

0 Bulk Ingredient

Marketing categories: All that pertain to CDER products, including
0 NDA, ANDA
o Drug for further processing
0 Approved drug product manufactured exclusively for PLD
o Etc.

Note: Bulk ingredient and contract manufacturers may not be aware that this data rule is being
implemented on Feb 1st. Therefore, to avoid potential issues with SPL validation and import,
sponsors should advise establishments in their supply chain of this new requirement.

2. Please confirm which business operations will be required to have links to product NDC codes.
Specific questions include:
e Are product NDCs required only for those establishments with a business operation of
“manufacture”...or for all business operations?
e APl and analytical sites?
e Pack/label? In many situations, the differences are seen at the pack level, and only product level
NDCs can be entered. Thus would you enter the same NDC code for multiple pack/label
establishments.

The data relationship is between the establishment/business operation and the product NDC codes
- Every product NDC must be linked to at least 1 establishment/business operation
- Every establishment/business operation must be linked to at least 1 product NDC.



FDA recommends that all products be linked to all relevant establishment/business operation. They
realize this is extra work, but the goal is to document the supply chain — for purposes of inspections,
etc. .

The validation program can only check to make sure that each product NDC is linked to one
establishment and vice versa. However, labelers should include all data relationships for each
establishment, by business operation. For example,
- Establishments with a business operation of “API manufacture” should include all product
NDC codes.
- Pack/ label sites will include the NDC product code, even though all pack sizes may not be
manufactured there.

3. Is there any “talk” about eventually taking this validation rule down to the pack level? Pharma would
prefer to know sooner rather than later -- ie we don’t want to go to all the work of collecting the data and
putting product NDCs in the SPL now, and then have to redo this later to the pack level.

At this time there are no plans to go to the NDC pack level. FDA acknowledges that this does not
provide complete information at the pack/label level. FDA decided that the product NDC code
was a good compromise.

4. FDA communications have stated that this new data relationship is for CDER regulated products.
What if sponsors put the data into SPL for CBER or CVM products? Will the SPL still pass validation?

For CBER products, the SPL will pass validation.

For CVM, the SPL will not pass validation. Sponsors will have to correct the SPL to take out the data.

Images that should be included in the SPL file:
5. Please confirm which packaging label images should be included — ie container label and/or carton
(inner and outer packaging, etc.). Companies have received different information from the FDA and are
providing different labeling images:

- both container and carton labels.

- partial carton and container label

- carton label (if too big divide into 2 parts)

The regulations state that companies need to submit a “representative sample” of the labeling, where
representative sample means that labels do not have to be submitted if the labels differ only in the
quantity of contents statement. FDA will leave the interpretation of “representative sample” to each
company. However, the labeler should consider what is practical to include in the SPL. The larger
the SPL package, the harder it will be to download, for example, to a mobile device.

Do all package sizes for a product need to be included in the SPL?
- No. Perregulations, only a representative sample should be included — ie one label for a
particular strength when the difference is only in the contents statement.

Should both the container and carton labels be included in the SPL?

- No, the regulations state to include a representative sample.

- The goal of this requirement is to make the information on the label available to the reader.
Providing both the inner and outer labels is simply a duplication of information.

What if the carton is too big to be legible in the SPL?.
- Divide the image of the carton into 2 or more jpg images, so that the information on the label is
readable.



Other:
6. This data relationship and validation rule has been in the IG for a long time, but has not been
implemented. There are many other rules in the IG that have not yet been implemented.

a. Are any plans to implement any other validation rules that pharma should be aware of that
are planned to be implemented in the near future?

b. Special note: We (ie pharma manufacturers/labels) would appreciate having specific
notification of when new rules will be implemented — with enough notice such that we can
communicate with our vendors to assure that the new release can be implemented
effectively.

There are no data rule changes planned in the near future. FDA heard industry’s recent comments about
providing notice of changes, and FDA will try to be more communicative in the future.

Per the SPL Project Lead:

- FDA will be checking to make sure that all establishments register every year. An SPL may fall
validation if one of the establishments has not registered for the previous year [Registrations must
be completed by December 31 of each year.]

- Validation procedures and “common errors” documents will be kept up to date — every quarter.
FDA is planning to put notations in these document to highlight “this is new” since the last
version.



